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Thfe report is the .International preliminary examination report, established by this International Preliminary Examinina 
Authority under Article 35 and transmitted to the applicant according to Article 36. rre.im.nary examining 

This REPORT consists of a total of 10 sheets, including this cover sheet. 
This report is also accompanied by ANNEXES, comprising: 

a. □ sent to the applicant and to the International Bureau) a total of sheets, as follows: 

D !nH^f o°v!i h f desc / i P t ! on > cla j nis andAjr drawings which have been amended and are the basis of this report 
ASnistlative C |nstmc3 authorized by this Authority (see Rule 70.16 and Section 607 of the 

h»f,onH V lfhi C I] 1 ! U . PerSeC ! e f h ar ' ie J She ? lS ' b , Ut whlch this Authorit y considers contain an amendment that goes 
Suppl^ente^Box 6 mternat,onal application as filed, as indicated in item 4 of Box No. I and the 

(sent to the International Bureau only) a total of (indicate type and number of electronic carrier(s)) containino a 
sequence listing anoVbr tab es related thereto, in computer readable form only, as indicated in Uie Supptementll 
Box Relating to Sequence Listing see Section 802 of the Administrative Instructions) supplemental 



□ 



b. □ 



4. This report contains indications relating to the following items: 



El 


Box No. 
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Box No. 


II 


Lxj 


Box No. 


II! 


El 


Box No. 
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EI 


Box No. 


V 
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Box No. 


VI 


□ 


Box No. 
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EI 


Box No. 


VIII 



Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 

applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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Box No. I Basis of the report 



1 ' S, SSttffiSSff °" ' he in,ema,i0nal •"*■■» ,h ° ""We I" wnlch ft was 

□ international search (under Rules 12.3 and 23.1(b)) 

□ publication of the international application (under Rule 12 4) 

U international preliminary examination (under Rules 55.2 and/br 55.3) 

2 - ™e^^ (replacement sheets W hich 

report as "originally Wed" anc K^2^toSSK£Sf ^der Article 14 are referred to in this 



Description, Pages 

1 " 17 as originally filed 

Claims, Numbers 

as originally filed 

Drawings, Sheets 

1 ^"2^ as originally filed 



□ 



a sequence listing and/or any related tabie(s) - see Supplemental Box Relating to Sequence Listing 



3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsyfigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item 4 applies, some or all of these sheets may Jbe marked "superseded." 
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applicability No "- estab ' ishmen * of °P ini °" with regard to novelty, inventive step and industrial 

□ the entire international application, 
13 claims Nos. 11-13 
because: 

D a sssssc-a ass? ,o ,he ,o, " n9 ma «- ««* — 

B tttt ^ISSSSSSB* teto " ; or ** 0,a ' ms Nos - ,1 - 13 are 50 

see separate sheet 

* ^S^bSfaSST N ° S - 11 " 13 S ° inadec > uate| y su PP°rted by the description that no meaningfu. 
El no international search report has been established for the said claims Nos. 11-13 



the written form 



the computer readable form 



□ has not been furnished 

□ does not comply with the standard 

□ has not been furnished 

□ does not comply with the standard 



□ See separate sheet for further details 
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Box No. IV Lack of unity of invention 

1 . □ In response to the invitation to restrict or pay additional fees, the applicant has- 

□ restricted the claims. 

□ paid additional fees. 

□ paid additional fees under protest. 

□ neither restricted nor paid additional fees. 

a - B Ktti^tri^:^" wi,h ™ d - 

3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 

□ complied with. 

El not complied with for the following reasons: 
see separate sheet 

4. Consequently, this report has been established in respect of the following parts of the international application: 

□ all parts. 

IS the parts relating to claims Nos. 1-10 . 



jS^^mS SSSS iS^J»aa* ~ * ~ *P - 'ndus.r,a. 



1. Statement 
Novelty (N) 



Inventive step (IS) 
Industrial applicability (IA) 



2. Citations and explanations (Rule 70.7): 
see separate sheet 
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Claims 
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Claims 
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Yes: 


Claims 


1-7 


No: 


Claims 
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Box No. VNI certain observatio ns on the international application 

^ and drawings or on the question wneth^nT 

separate sheet 
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Re Item III. 



International application No. 

PCT/<APPL^ 



£ "r:: Sea,Chin9 S9ar0hed ~ <**"» ""13 for ,he 

wherein the relationship b^TEE^Ej£^ radi °P ha ™«~0, 
and said function has not been defined In the ab«I ^ « the t members ° f »» genus 

application) would fall within the scop of wTa. iTda m lT ?, X d ' S0 '° Sed 

and 6 PCT. dflo not fulfl1 the requirements of Articles 5 

Cairn 13 does not contain any technicai feature, and will therefore not be considered. 
The present authority will limit the following accordingly. 
Re Item IV. 

The separate inventions/groups of inventions are: 
Subject 




Process of synthesising tritium-labelled MK-0677 as claimed. 
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International application No. 
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No. 


Claims 


Subject " n 


4. 


11-12 


™ U ng d i t a000rd ' n9 '° C ' aim 1 1 ' pharmaoau «<*' composition " 



zz:zzz zzz ,o ,omn a sin9ie " — ™-* <** ™ pot) 

H P h°h lem Under ' ying * he PreSem a PP |i0 ««°n ^ to provide new radioligands for the 

»££zzrz^r**"- a prooess ,or iden,tfyin9 c ~ * * » 

est* so,u,,on ' ,he ~ 

s^arLtr^ th ^ a ' ready bee " da ™ *• prior art in the 

search report. The applicant already mentions "S-labsllert Mk- J .i 

report, documents describing "CaLed UK-O^TIZ^T " ~'* 
Therefore, although the common link between the different problems, i.e Inflated MK 

well-known to the person skilled in the art. IhBn^ ^Z^^T ° f fealUI ° 8 
Since there is no other technical feature, that could fulfil the role of «n*ri*i ta k • , 
However, as the objections for inventions 1 -3 are ba^ri inth 0 o t . . 
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Re Item V. 



International application No. 
_PCT/<APPL> 



1 The following documents are referred to in this communication- 

: ° 61 ah ,DEVEWPM ^ 0F A HIGH SPmSJSWy SULFUR 

35-LABELLED SULFONAMIDE RADIOLIGAND THAT ALLOWED THE 

S^ ION ° F A NEW GROW ™ HORMONE ^rZo^ 

Journal of Mediclna. Chemistry, American Chemical Society. Washington 
no ,l^o 9 ' "°- 9 ' 1 " 6 ' P " eS 17 ^-1770, XP001018701 ISSN" 0022 2623 
D2 s JONES A N et al: "Synthesis, stabi.ity, and radiolytic cLSm^S?? 

carbon-1 4 labelled MK0677" aecomposition of 

Journal of Labelled Compounds and Radiopharmaceuticals vol 38 no 6 
1996, pages 561-565, XP008037025 GB ISSN: 0362-4803 ' 
: A 6t ah " SOLUB| LIZAT.ON AND CHARACTERIZATION OF A 

GROWTH HORMONE SECRETAGOGUE RECEPTOR FROM PORCINE 
ANTERIOR PITUITARY MEMBRANES" PORCINE 

Biochemical and Biophysical Research Communications, Academic Press 

EES* FL> us ' voL 225 ' 1996 ' pages 939 - 945 ' xiwSSr^ 



0006-291 X 

D4: 



WO 97/22367 A (PLOEG LEONARDUS V D • SCHAEFFpr ,a»» C c „. 
DEAN DENNIS C (US); SM.T) 26 June 1997 ^ 
: D S ' S 61 ah ,,DENT » F 'CAT.ON OF A NEW G-PROTEIN-LINKED 
RECEPTOR FOR GROWTH HORMONE SECRETAGOGUES" 

Molecular Endocrinology, Baltimore, MD, US, vol 10 no 1 iqqa 

61, XP001018700 ISSN: 0888-8809 ' " 6 ' P " eS 57 " 

06 : hormon!^ ' 1 * " Ph * rm ™^ P-H- of a new orally active growth 
hormone secretagogue, SM-1 30686" 9 wn 

Journal of Endocrinology, Vol. 171, no. 3, December 2001 ^nm 10* 
481-489, XP002300844 ISSN: 0022-0795 (2001-12), pages 

D7 : MATUSZEWSKI B K et al: "Determination of unlabeled and C-radio. a h...H 

ZZ^T es in b^0,09ica, ,,uids usfn9 

ZSZSEET VOf - SUPPK ' 200 °' P39eS S39 " S45 ' ~7024 

D8 : PATCHETT A A et al: "DESIGN AND BIOLOGICAL ACTIVITY nc i «, 
(MK-0677): A POTENT, ORALLY ACTIVE GROWTH HORMONE ' 
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REPORT ON PATENTABILITY international application No. 

(SEPARATE SHEET) 

— - 1 . PCT/<APPL> 

SECRETAGOGUE" 

Proceedings of the National Academy of Sciences of USA, Washington, US 
vol. 92, no. 15, 1 July 1995 (1995-07-01), pages 7001-7005, XP000651085 ' 
ISSN: 0027-8424 

Document D1 discloses the same structure, but labelled with 35 S instead of with 3 H It 
also describes the same process for its preparation, again with the different radiolabel 
Document D2 discloses the same structure, but labelled with 14 C instead of with 3 H It ' 
also describes the same process for its preparation, again with the different radiolabel 
Document D3 discloses the same structure, labelled with 35 S. It also describes a 
process for identifying other GHS receptor ligands. 

Document D4 discloses the same structure, labelled with 35 S. The compound is used in 
the same methods for identifying receptors and their ligands as in the present 
application. r 

Document D5 discloses the same structure, but labelled with 35 S. It also mentions other 
hgands label.ed with tritium) at page 58, .eft-hand column. Moreover, page 59 right 
hand column mentions tests for verifying the influence of other compounds on 'the 
affinity of MK-0677 for the receptors. The results are given in fig. 3 and table 1 
Document D6 discloses the competitive binding of labelled MK-0677 and SM-1 30686 
The latter is found to have specific and high affinity for the GHS receptor 
Document D7 discloses also MK-0677, labelled with 14 C. 
Document D8 discloses the unlabelled compound. 

The presently claimed compounds can be distinguished from the cited prior art by the 
fact, that they are tritium labelled. However, both D1 and D2 describe labelled 
MK-0677. In the case of D1 , the compound is labelled with 35 S, and in D2 with 14 C Like 

nerab el Xh re ' abe ' S d6teCti ° n - ^ pr88ent aUth °^ conslders > ** the 

next label of cho.ce, ,n the present case tritium, would be applied by the skilled person 

wrthout .nvent,ve skills. Thus, Cairns 1-3 do not meet the requirements of Article 33 3 
PUT for inventive step. 

With regard to the process of identifying ligands that can bind with the Growth Hormone 
Secretogogue Receptor (GHSR), the present authority notices the equivalence with the 
methods described in D3, D5 and D6. Again, replacing one radiolabel by anotheT 
requires no inventive skills from the person in the art. Thus, claims 6, 9 and 10 do not 
meet the requirements of Article 33.3 PCT for inventive step. 
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The GHSR has been identified in D4 using radiolabeled MK-0677. Like in the previous 
inventions, replacing one radiolabel by another requires no inventive skills from the 
person in the art. Thus, claims 5 and 8 do not meet the requirements of Article 33 3 
PCT for inventive step. 

For the synthesis of the labelled compound, reference is again made to D1 and D2 In 
these documents, the radiolabel is introduced in the compound by the same chemical 
reaction, i.e., the addition of the methylsulfonyl group. The only difference with the 
present application is the exact radiolabel. As tritium is rather a usual radiolabel 
replacing one radiolabel by another requires no inventive skills from the person in the 
art. Thus, claim 7 does not meet the requirements of Article 33.3 PCT for inventive 
step. 



Re Item VIII. 
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